invading microorganism is to initiate cell death through several mechanisms (see below). Depending on 68 where the invading virus is detected, this could be initiated, through intracellular signaling systems, such 69 as BAX (Bcl-2 regulator protein). Many other host cell responses are, however, available by which cell 70 death can be influenced, enabling viruses to enhance their survival and replication. These include 71 autophagy, apoptosis and pyroptosis; each of which has distinct mechanisms and outcomes ( Figure 1) Each of these responses is triggered by activation of distinct pathways and each response leads to 92 distinct consequences (Figure 1) . From the perspective of the host cell, a pyroptotic response (if it is not 93 overly pronounced; a situation that can lead to a 'cytokine storm') can achieve rapid clearance but, in 94 chronic infections, this leads to sustained inflammation that can also cause uninfected cell death [8] . 95 Infection induces a number of responses, which influence subsequent events, for example, in vitro 96 infection of endothelium by flaviviruses increases adhesion and up-regulates major histocompatibility 97 complex molecules, which can be modulated by cytokines [9] . The ultimate outcome of a viral infection, 98 however, depends not only on which routes are activated but, also on the original viral load [4] . 99
The most extensively studied flavivirus in this regard is DENV but, information concerning virus-host 100
( This represents a significant gap in our knowledge of the life-cycle and infection process of these 256 important viruses. 257 (2014) The intrinsic pathway provokes mytocondrial stress and cytochromeC activation followed by a cascade 494 of caspase activation that terminates with the activation of CASP3, the executor of apoptosis. The 495 extrinsic pathway is triggered by ligation of death receptors that ultimately also activates CASP3. 496
Independently of caspase activation is authophagy that can be triggered by death receptor ligation and 497 involves lysosome degradation. Pyroptosis is an inflammasome modality of cell death that is mediated 498 by activation of CASP1 and release of the proinflammatory cytokines, IL-1b and IL-18. 499 500 
